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DESCRIPTION

OxyDontin™ {oxycodone hydrochloride con-
frollpd-ralea ‘e) tablets are an opiold anal
gesic supplied in 10 aw, 20 mg, and 40 mg
tablet sireng is for oral administration. The
1ablet streng hs describe the amount of oxy-
codone per 1ablet as the hydrochloride sall.
The siructural formula for oxycodone
hytrochlonds is as follows:

HOO - .

Oxycodone depresses s cough refiex by
direct effect on the cough cender in the medul-
fa. Antitussive effects may pecur with doses
Yower than those usually required for analgesia.
{ryeodane causes miosis, sven in total dark-
ness. Pinpoint pupils are a sign of opinid
overdoss but are not paihognomon . Marked
mydriasis rather fhan miosis may be seen due
1o hypoxia in overdose situations.
Gastroimestingl Fract and Other Sruauth
Muscle

Gxycodone causes a reduction In motitily
associated with an inoraase in smooth mus-
¢le tone in the anirum of the stomach and
ducdenum. Digestien of foad in the small
intesing fs deldyed and propulsive contractiong
are decreased. Propulsive peristaliic waves in
the colon are decreased, whils tone may be
fncreased 1o the point of spasm resutting n
conslipation. Other spidid-induced effects may

plasra concaniration and increasing fregquency
of dose-related opiold adverse experiences
such.as nayses, vomiting, GNS efiects and res-
piratory depregsion. In opinid-iolerant patients,
the situation is alterad by the developraent o
{olerance to opioid-related side effscts, apdthe
refationship is pootly understopd.

Ag with all apioids, the dose must be indi-
vidialized {528 DOSAGE AND ADMINISTRA-
TION), becausethe effective analgesic dose
for sonie patients will be tov high 1a be tol-
erated by other patisnds. -

PHARMACOKINETIOS AND METAROLISM

The activity of OxyContin™ (axyepdone
hydrochloride controlfed-release) tablsts is
priemarily due tothe parent drug oxycodons.
OxyCentin tablets are deslgned o provide
controlied delivery of oxycodone pver 12
hours. Oxytodone s well absorbed from
OxyContin tzblets with an oral bicavallabifity

. e include a yeductionin gastric, bitiaryand pan-  offom 50% to 87%. The relative oral bioavall-
T creatic secretions, spasm of sphinpterof Oddl,  ability of OxyContin to immediate-release oral
oF and transient slevations in Serum amylase, dosage ferms is 100%. Upon repeatsd dos-

Gy N0, 1! MW 351.83

The chemical formulais 4, 5-epoxy-14-
fiydronyg-3-m thoxy-17-methytmarphinan-6-
one hydrochiarde.

Oxycodong ¥ 4 white, pdorless erystaifine
powder derivad frgiti the oplurn alkaloid, the-
‘baine. Owyccdone hydrochiorde dissalves
in water (3 g in 610 7 mb). itis slightly sol-
uble In alcohnl {octanot water partition.coef-
ficient 0.7). The tablets contain the foliowing
Inactive ingredisnts: ammonio methatrylate
copolymer, I ydroxypropyl methyiceliulose,
{actose, rag esium stearale, povidone, red
iron oxite (20 mg siength tabist only}, stearyl
alcohol, talg, fitanium dioxide, triacetin, yel-
Yo franaxid 3 (40 mg strength tablet only),
and other ing sdients.

Cardiovascular System

Oxycodone may produce refease of hista-
fing with or without associated peripheral
vasodilation. Manifestations of histamine
ralease and/or perpheral vasodilation may
inclsde pruritus, Tushing, red eyss, swegling,
ant/er orthostatie hypotencion,

Concentration—Eficacy Refationships
{Pharmnacodynamics)

Studiss In normal volunteers and patients
reveal predictable relationships between oxy-
godong dosage and plasma axysodone con-
centrations, a5 well as.between conceniration
and certain expected apipid effects, Innormal
volunteers these include pupitlary constriction,
sedation and overall "drug effect” and In
patients, analgesia and feelings of “relax-

ing in normal voluntoers, steady-state lavels
were achieved within 24-38 hours. Dose
proportionality has been established for the
18 mg, 26 mgand 40 mg fablet strengths for
both peak plasina lovels (€ and exient of
absorption {AUL). Oxycodone is exiensively
metabolized and sliminated primarily in the
uring as both conjugated and Unconjugated
metabolites. The apparent shirination haif-life
of oxycodone fnﬂuwmg the administration of
OxyContin was 4.5 howrs compared 10 3.2
hours for immediate-relpase oxyeodane.
Absorptlon

About 0% t0 87% of an oral dose of oxy-
codone reaches the central comgartmant in
comparisan fo a parénteral dose, This high oral
bioavaiiabiity is. dus to low pre-systernic and/or
first-pass metabolism, In normal voluriteers the

A1 ation.” Innon-iplerant patienis, analgesia is not Ol _ &
CLINICAL PHARMACALOGY usually seenata mag?m Wwdm?e concen- M2 of absorption is 0.4 hours fav immediate-
Conlfral Nervous Systemn tration of less than 5-10 ng/mL.. ralease oral ouycodone. In contrast, GxyGontin

Oxyodone is & pure agonist-opioid whose
plincipal therapeutic action is.anelgesia. Other
therapeutic ef sets of oxycodone Includs anxe
folysis, euphoria and feglings of relaxation.
Like all pure cpiold agonists, there is no ceil-
ing effect to enalgesia, such asds seen with
partial agonists or non-opicid analgesics.

The precise nechanism of the analgesic
action fs uakown. Howaver, specific ONS
opioid recepters Tor endogenous compounds
with oploid-iil € activity have been identified
throtghout the brein and spinal cord and play
arole inthe algesic effects of this drug.

Owycodons preduces respiratory deprassionby
diractaction o brain storm respiratory canters.
The respiratory depression involves both a
reduciion in the responsiveness of the brain
semsspiraiony cenlers lolncreases in carbon
divside 1ension and fo electrical stimulation.

As with 4l opioids, the minimur effective .

plasma concentration for analgesia will vary
widely among patients, especizlly among
patients who havs been previously treated
with potent agonist oplolds. As a result, patienis
need 1o be treated wilh individualized titration
of dpsage to the desived effect. The minimum
sifeciive analgesic concentration of axycodone
for any Individual patient may increase with
repeated dosing due to an increase in pain
andfer the development of folerangce.
Congeniration--Adverse Experience
Relgtionships

OxyContin™ tablets are associated with typ-
ical opioid-relzted adverse experiences sim-
flar to those seenwithimmediate-release oxy-
cadone and all opisids. There is a general
refationship between increasing oxycodene

tablets extiblt 4 biphasic absorption pattern
with two apparent ahsorption hali-times of
0.6 and 6.9 hours, which deseribes the inidal
refease of oxycodone from the tabletfollowed
by a protonged selease.

. Plasma Owycodone By Time
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{Crei a0t extent of absorption {AUC) (see

Table 1 balow). Given tie short hali-life vf
glimination of oxycodone from OxyConlin,
steady-stete plasma congenirations of oxy-
codong ar: aphieved within 24-36 howrs of
Inftiation «f dosing with Oxylontin 1ablats.
In 2 study comparing 10 mg of OxyContin
overy 12 hawrs to 5 mg of imimediate-rolease
agyoodont every 6 hours the two freatments

wers found 0 be equivalent for ALUG and

G and - shenilar for G (roughy congen-
trations. Thiere was legs Tuctuation in plasma
concentral ons for the DryGontia tablels than
for the i wdiate-release formutation,
Table 1

Mean %-¢oefiicient variation]

aglment Trosgh
Dosags ke (i Lpmn Frpax Lang.
fog=hofmlit ngimbd Ths) iag/mt)

Slnpe. Gosi

Wmy Gylostin 16071268 108108 2714 na
0mgOylontin 90751968 214 RSB} 3257 na
A0mg Dfonils 4234 (A% W5P40] BI1UTA e

Muldple-Dose:

1 my Grylontin

Takdets gi2h 169.6430.6 157 BRO] 22 (B8] 7.7 (48.)
G mgimeedate-

soipasg. obh A6 I5EERA 16[487) T4{50H

Tipr Singe-des, ¢ U= Al Sor mulipe-dose D =AU,

Food Effec.s

In contras: to lmmediate-release formula-
ons, fooc has 6o significant effsct on e
absomption of oxyoodons from OxyContin,
Cycodons release from GxyLontin lablets Is
pH indeper dent.

Distributiot

Following # fravenous administration, e vol
ume of distribution (Vsg) for oxycodone was
2.61/%g. Ouyeodone binding 1o plasma pro-
foinat 37 and a i of 7.4 was about 45%.
Onee aboo Bed, oxycodene is distributed to
sheletal muscle, Hver, intestinal Iract, lungs,
splean and brath. Oxycodene has baen found
in hrgast ik (see PRECAUTIONS).
Metabolisn

{wycodone tydroshipiida is extensively metab-
oiized 10 noroxycodone, oxymorphone, and
their gluceronides. The majgr clrculating
metabolite 45 noroxycodong with an AUC ratio
ol 0.5 relative 1o thal of oxycodons.
Noroxycode ne {5 reparted To be a considerably
weaker analgesic than oryeodone. Dxymor-
phong, althuugh possessing analssic activi-
1y, is present in the plasmia oaly in low con-
centrations. The corelation betwesn axymor-
phone-concantrations and apidid effects was
el less il an fhat seen with axycadone plas-
mia concent ations. The analgssic activity pro-
il of other rietabolites is npt kaown at present.
The Tormatic n of weymorphone, but net norox-
yeodone, i mediated by CYP2D6 and as
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such its formation £an, in theory, bo affected
by oiher drugs {see Drug-Druginteractions).
Excration

Grycadone g s retabolites are exorsted pd-
marily via the Kdney. The amounts measured
Tn the wrine have been reported as follows: fee
owycodone up to 19%; conjugaled oxyeodone
upto 50%, free sxymorphone 0%; corugal-
ed oxymomphons < 14%; both ree and cob-
jugatsd norayyoodone Have beerifound inthe
urine but ot quantified. The iotal plasma
clearance was 0.8-LAin for adufis.

Spectal Populations

Eldarly

The plasma concentrations of oxycodons amre
only nominally affected by age, being 15%
greater inalderly as compared {o young subijects.
Thera were no differences in adverse event
reporting hehween young and elderly subjects.
Bender

Femalg subjects have, on average, plasma
oxycoedang goncentrations up o 25% higher
than males on a bady weight adjusted basis.
The reasen for this difference is unknown.
Renal kopairment

Preliminary data rom 3 study involving
patients with mild fo severe renal dysfunction
{creatining clearance <60 ml/min} show
peak plasma oxyeodone and nomxycodone
congentrations 50% and 20% highet, respag-
tvely and AUGC values for oxycodons, mmx-
yeodone and oxymorphene 60%, 50%

40% mgher than norinal samects res;zpc—
tively, This is accompanied by an increase in
sedation but not by differences in respirate-
ty rate, papillagy-constriction, or several other
measures of drug effect. There was an
incraase in 1172 of elimination forbxyendons
of ohly 1 hour (see PRECAUTIONS).

Hepatic impalmmanit

Preliminary data Trom a study invelving
patients with mild fo moderate hepatic dys-
function show peak plasma oxycodone and
noroxycodone cancentrations 50% and 20%
higher, respecilvely, than novmal subjssts.
AUC values are 95% and 65% highsr, re
spectively. Oxymorphone peak plasmna ¢on-
cenjrations and AUC values are lower by
30% and 40%. Thess differences are accom-
panied by Incresses in some, but not other,
drug effects. The 13/2 elimination for oxy-
cndone increased by 2.3 heurs (see PRE-
CAUTIONS).

Drug-Drig Interactions (see PRECAUTIONS)
Owyrodone is metabolized in part via CYP206
to oxymorphane which represents less than
15% of the fotal adminisiered dose. This

NON-CONFIDENTIAL
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gontrolled chinfcal

route of elimination can be blocked by a var-
ety of drugs {e.g., cerfain cardivvascular
drugs and ati-depressants). Pafients raceive
jng such drugs concomifanty with OxyConlin
do not appear fo-present differant therapeu-
fic profiles than other patients.
CLINICAL TRIALS ,
DoyContin™ {tyeodong hydrochindde cone
trofied-ralease) tablets wore svaluatedin stuge
ies involving 713 patients with efther cancer of
noti-cancer pain. All patients receiving
CuyContin were dosed q¥2h. Fifisacy com-
parable to-other forms of oral exycodons was
demonstrated in-clinical studiss using phar-
macokinatic, pharmacodynamic and efficacy
outgomes, The outcome of these vlals Indi-
cated: (1) a positive relationship belween dose
and plasma txyoodone conceiration, (7) a
positive relationship between plasma oxy-
codone concentration and analgesia, and (3)
an ebserved peak 1o trough variation in plas-
ma congendration with OxyContin fying within
fhe observed range established with gid dos-
ing of immediate-release oxyeadene in clincal
poputations al the same fotal daily dose.
In clinival tHals; OxyContin tablsts were sub-
stimted for a wide variely of analgesivs,
fcluding acetaminophen (APAP), aspirin
{ASA), ¢ther non-steroidatl anti<inflammats-

1y drugs {NSAIDs), epioid combination prod-

ucts and single-entity oplolds, pdmarily mor-
phine. In cancer palients recaiving adequate
oploid therapy at hassling, pain infensity
scores and acteptability of thacapy remained
unchanged by iranster to OxyCaontis. For nan-
cancer-pain patients whe had moderale 1o
severe paln gt baseling on pro opioid thera-
py, pain control and acceptability of therapy
improved with the introduction of fixed-inter-
val therapy with OxyGontin.

Use in Cancer Fam

OxyContin was studied i thres doubls-blind,
trials mvolving 341 cancer
palients and several open-iabsf gls with ther-
apy durations of over 10 months.

Two, double-Iind, controlied clinical studiss
indicated that OxyContin dosed 12h pro-
tuced analgesie efficacy equivalert to imme-
diate-release onycodons dosed gid of the same
total dafly dose. Peak and frough plasma con-
centrations aftained were similar 1o those
altained whh Immediate-release oxyeodone
atequivalent total daily doses, With tiiration to
analgesic effest and proper use of rescue
redication, nearly every patient achisved ade-
giate pain control with GryContin.

Inthe third study, a double-blind, active-con-
irolted, crossover trial, OxyCantin dosed q12h
was shown 1o be-equivalant in efficacy and

PDD1501602954
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OxyContin™ 10 mg, 20 mg, 40 mg Tab

safety foimmedbde-release piycodone dosed

oid atthe same tital dafly dose. Pafients were

able to be titrated 1o an acceplable analgesic
effect with sither DyContin or immediate-
releass axytods v with bolh ireatments pro-
viding stable pain cordrol within 2 days
most patients.

tn patients with cancer pain, the folal dally
OxyContin dose: tested ranged from 20 mg
o 840 mg parday. The average foial dally
tose was appro dmately 105 mg per day.
Studies in Kon-Lancer Paln

4 double-blind, placebo-controlied, fixed-
dose, paralie! group-study was conducted in
133 pailents with moderats th severe
ostenarthriis pa n, who were judged as hay-
ing Inadeqguale pain confrolwith pra opiolds
and madmal non-starpldal ant-inflammato-
ty theramy. In s study, 20 my OxyContin
g12h significantly decraased pain and
improved qualily of life, mood and sleep, rel-
afive to placebt. Both dose-concentration
and concentratiun-effect refationships were
noted with 2 minimun effective plasma oxy-
chrdong concenttaon of approxdmately 510
ngimt.. .

In a double-blind active-controlisd, crossover
study involving 57 patienis with low-back
paln adeguatel s controlled with prn apldids
and non-apioid therapy, OxyGontin adminis-
tered q12h prov ded analgesia equivalent io

immediaie-release oxyoodone administered

id. Patients could be Hirated to an atceptible
analgesic affes with sither OxyGanfin or
immediatovelas e forms of-pyendane.

Strigtle-fiose Gor wparison with Standard
Therapy

A single-duse, touble-blind, placebo-con-
trofled, post-eperstive study of 182 patients
was gonducied utilizing graded doses of
OxyConfin (10, 90 and 30 mg). Twanly and
30 mg of OxyContin gave squivalent peak
analgesic sffact compared to two agycodons
§ my Jacetamine phen 325 my tablets ard o
15 my immediate-release axyoodone, while
the 10 myg dose of OxyContim was inferme-
diate bebwoen Loth the immadiate-release
and combinatior products and placebo. The
onsst of analgesic action with OxyContin
opcurrsd within 1 hour in most patients fol-
lowing oral administration.

OxyGountin is no . recoramended pre-opera-
tively {presmptivs anaigesia) or forthe man-~
sgement of pain 1 the immediate:post-oper
atfve petod (e first 12 46 24 hours follew-
ing surgery) beciuse the salety or appropri-
ateness of fixed- Joss, long-aoting opiclds in
this setting has « ot been established.

DEF-MDL-13160.00003
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Oiker Chinfca! Tials
In open-abel ¥rials involving approximately
200 patients with cancer-related and non-
canter pain, dosed according to the package
insert recommendations, approprale anal-
gesic effectivensss was noted witheut regard
{0.age, gender, race, or distass state, There
were no unssual drug interactions observed
in patierts receiving a wide range of med-
icafichs common i hese populations,
For opinid-naive patients, the average tolal dally
dose of OxyContih was approximately 40 mg
per day. There was rio evidence gt oxyoedane
g metabolite acoumidation during 8 monihs
of therapy. For cancer pain patients the average
total daily dose was 105-mg {fange 20 1 720
g} per day. There was a significant decrease
in acuie opioid-relaied side effects, except for
constipaiion, dudng the Tiest several weeks of
therapy. Development of significant folerante to
analgesia was uncommon.
INDICATIONS AND USAGE
OxyContin™ tablels are 3 controlled-release
oral formulation of oxycodone hydroghloride
indicated for the management of moderate to
severe paln where use of an opiold anaigesic
is agpropriate for more than a Tew days. {See:
CLIRICAL PHARMACOLOGY, CUINICAL TRI-
ALSY.
CONTRAINDICATIONS
OxyBontin™ i contraindicated in patients
with known hypersensitivily to oxycodune, or
in any situation where opigids are con-
traindicated. This includes patients with sig-
nificant respiratory depression (in unmoni-
tored settings or the absance of resuscitative
equipraent), and patients with acute or severs
broochial asthma or hypercarbia. OxyGontin
is contrdindicated in any pafient who has or
is-suspected of having paralytic fleus.
WARNINGS
fryGontin™ {owyoodone hydrockiorids sen-
trolied-rolsase) TABLETS ARE 70 BE SWAL-
LOWED WHOLE, AN ARE BOT T0 BE BRO-
HEN, CHEWED DR CRUSHED. TAKING BRD-
KEN, CHEWED OB CRUSHED Quvlaniin
TABLETS COULD LEAD TG THE RAPID
RELEASE AND ABSURFTION OF & POTEN-
THALLY TOXMIC DOSE BF OXYLODOHE,
Respiratory Depression
Respiratory depressionis the chis! hazard fom
all opigid agonist praparations. Respiratory
depression guoursmost fraquently in eldedy or
gebilitaled patients, usually folowing large ini-
fial doses In nontolerant patients, or when
apivids are given in conjunction with other
agents that depress respiration,
Oxyeadane should be used with exirerme cau-

NON-CONFIDENTIAL
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tets (i

tien in patients with significant chipnic
ohsteuctive pulmonary disease or cor pul-
monale, and in patients having a substantially
decreased respiratory reserve, hypoxia,
hypercapnia, of preedisting respiraiory
depression, ko such patients, van usualifer-
apoutic doses of oxytodons may deciaase
resplratory drive fo the poind of aprea. 1o
these palients alternative non-opioid anal-
gesics should be considered, and opioids
should he smployed only under caveful med-
ical supervision at the lowes! effective dose.
Head Injury

The respiratory deprassant sffects of opi-
oids Include parbon diokide retention and
secondary elevation of cerebrospinal fuld
pressure, andimay be markedly exaggeraied
in the presence of head injury, intracraniat
tagions, or other sources of preexisting
increased infracranial pressure. Dyysadana
praduces effects-on popiliary response and
consciousness which may chseuse neurg-
lagic signs of further incteases in intragranial
pressure in patients with hiead injuries.
Hypotensive Effect

OyGontin®™, Bike ail opioid analgesics, may

cause severs hyGolension in an individual
whoss ability to maintain blood pressurs has

. been compromisad by a depletad bood vol-

ume, or after concurrent adminisiration with
drugs such a3 phanothlazines or other agents
which compromise vasomotor tans.
SxyCGontin may produce-orthostatic hypoten-
sion In ambulatory patients, OxyGontin, Jike 2l
npioid analgesics, should be administared
with caution lo patients in cifcylatory shock,
since vasoditation produced by the drog may
further veduce cardiac output and biond pres-
SUre.

PRECAUTIONS

Genera!

OxyComtin™ {oxycodone bydrochionde con-
tolled-reloase) tablets are intended for use I
patisnis who require oral pain therapy with an
opioid agonistof more than 2 few days duralion.
As with any opioid. ahalgesic, it is critical o
adjusttie dosing regimen individually forgach
patient {see DOSAGE AND ADMINISTRATION).
Selgction of patients for treatment with
OxyContin should be governed by the same
principles that apply 1o the use of similar
conirafled-release opioid ansipssics {see
INDICATIONS AND USAGE). Opioid anal
gesics given on 3 fixed-dosage schedule -
have a narrow Therapeutic index in certain
patient populations, especially whes com-
binsd with other drugs, and should be
reservad for cases where the beoefits-of apl-
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oid anslges a outwaigh the known tisks of reg-
piratory depiression, altered mentdl state, and
postural hy yolension. Physicians sholdd Indi-
yidualze froatment In every-case, using non-
ppicid anglgesics, pra-oginids andfor come
bination products, and chronic opicid thera-
py with dfugs such as OxyContin in 2 pro-
gressive phan of paln management such as
outlined By the World Health Organization,
the Agency for Heatth Sare Poliey and
Research, wd the Amerigan Pain Soclety.
Use of Oxy( sontin is agsociated with increased
potential rivks and should be used enly with
caution in the following vondifions: acule
aleohotism; arlrenonortisal nsufficiency {£.4.,
Addisorts disease); GNB deprassion or coma;
delitlum temens; debilitated patieals;
kyphoseoli 1sis associated with respiratory
depression; iyxedema or Rypothyroidism,
prostatic hypertrophy or urethval strfciure;
severs impaiomsnt of hepatic, pulmonary o
renal funclion; and toxdc psychasis.
The adroidi sration of oxycodans, like all opt:
oid analges £s, may phsgute the diagnosic or
clivical couse in patients with acute abdom:
inal conditins, Oxycodone may aggravate
convuision s in patients with conulsive dis-

orders, and alf opicids may induce or aggra--

vais seizurs in soms clinical settings,

Interactions with other CNS Depressanis
DxyCordin, ke all opioid analgesics, should
be uged witycaution and starled in areduced
dosage (1/3 10 1/2 of the usual dosage) in
patisnts who are concurrently recelving other
cerltral ner ous system depressans fnclud-
ing sedativas or bypnotics, general anes-
thetics, plesnothiazings, other tranquilizers
and aleohol. Interactive effects resulfing inres-
piratary depression, hypotension, profound
ssdation of :ama may esult if thase drugs are
taken in conbingtion with the usual doses of
yGontin.

Ihteractions with ¥ixed AgonistiAntagonist
Oploid Anal jesics

Agonist/antagonist analgesics (.., penla-
zocine, natbuphine, butorphano! and
buprenprpiine) should be administersd with
caution to « patient whe fias received or s
recelving a course of therapy with a pure
opinid agon st analgesic such as mwvcodons.
I this siuation, mixed agonistantagenist
analgesics 1ay reduce the analgesic effsct of
oxyeodone und/or may precipiate withdrawal
symptoms in these patients.

DEF-MDL-13160.00004
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Ambutatory Suigery

OxyContin Is not recommended pre-opera-
fively (preempm:e analgasia) of for the man-
agement of pain In the immediate post-oper-
ative period &he first 12 10 24 hours follew-
ing surgery) for patients not previously tak-
ing the drug, becausedts safely in this setfing
has not been extablished,

Patients who are 2iread y receiving QxyContin
tablets as part of ongolng analyesic therapy
may be safely confinued onthe drug if appro-
piiate dosage adjustments are raade cog-
sidefing the procedure, other drugs given
and the temporary changes in physiology
caused by the surgical infervention (see PRE-
GAUTIONS: Drug-Drig Interactens, and
DOBAGE AND ADMINISTRATION).

Use in Pancreatic/Biliary Tract Diseass
Oyoodone may cause spasm of the sphinc-
ter of Oddi ang should ba used with caudion In
patients with biflary fract diseass, Including
acyte pancreatiis. Oploids fike oxycodone may
£ause incrensss in the sarum amylase lavel,
Tolerance and Physical Depandsnce
“Tolerance Is the nead for increasing doses of
opioids to maintain a defined effect such as
analgesia (in e absence of disease pro-
grassion or other external factors). Physical
dependsncs 15 the ocourrence of withdraw-
al syroptoms after abrupt discontinuation of
a drug or upon adainisteation of an antago-
nist. Physical dependenceand tolerance are
not unusual during chronic apiold therapy.
Sigrifinant tolerance shoold not oecurinmost
of the patients treated with the lowest dases
of exycodone, # should be expected, howeyer,
that & fraction of canocer patients will devel-
op some degres of tolerance and require pro-
gressively higher dosages of OxyContin to
malivain pain controt during chvonic teat-
misnt. Regardiess of whether this coours as
a result of increased pain secondary to dis-
easa progression or pharmacolegical toler-
ance, dosages can usually be increased safe-
Iy by adjusting the patient's dose fo maintain
an acceplable balance between pain relief
and side effects. The dosage shotid be select-
&d gecording to the patient’s Individual anal-
gesic responss and abifily 1 tolerate side
effects. Tolerance o the apalgesic effect of
opioids is usually parafieled by tolerance to
side effents, sxcapt for constipation.
Physical dependence resuits In withdrawal
symptoms in patients who abruptly discon-
finue the drug or may be precipitated Hwough
the administration-of drugs with apioid antag-
onist activity {ses OVERDOSAGE}. i
OxyGontinis abruplly discontinued in a phys-
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fcally dependent patient, an abstinence syn-
drome-may ocour, This is chatacterized by
some or alf of the following: resilesaness,
lacrmation, thinoithea, yawning, perspira-
tian, chills, myalgia and mydrasis. Other
symploms alse may develop, inclding: irvi-
tabiity, anwiely, backache, joint pain, weal-
ness, abdominal cramps, insomniz, nag-
sea, anorexia, vorniting, dlardes, or icreased
blond pressure, respiratory rate or heari ate.
¥f signs and symptoms of withdrawal ncour,
patients should ba treated by reinstiution of
opioid therapy followed by a gradual, tapered
dose reduction of OxyContls cotmbined with
symptomatic support {see DOSAGE AND

ADMINISTRATION: Cessation of Thesapy).

Information for Patfents/Carsgivers

if clinically advisabls, palients receiving

OxyContin towycodone hydrochloride con-

trolled-relaase) tablets or their caregivers

should be giver the following information by
the physician, nrse, phanmacist or caregiv-
er

1. Patients should be advised that OxyContin
tablets were designed fo work propery
only if swallowed whols. They may mlsase
all their conients at ore i broken, thewed
ar srushed, resuling ina risk of overdose,

2. Patients shouold be advised to repon
eplsodes of brealdhrough paln and adverse
expesiences oceursing durmg therapy.
Individualization of dosage is essentid to
make oplimal use of this medication.

3. Patients should be advised not to adjustihe
daose of OxyContin withaut consulting ths
prescribing professional.

4. Patients should be advised that OxyContin
may impair mental andfor physical abifity
required Tor the performance of potentials
ly hazardous tasks {e.g., driving, operating
heavy machinery).

5, Patients should sot combing DxayOontin with
aleohol or other central nsrvons system
depreasants-{sleap aids, tranguiizers) sxcept
by the-orders of the prestribing physician,
because addifive effects may oeol,

6. Women o childbearing potential who
hacome, or are planning to becoms, preg-
niant should be advised 10 consult thelr
physician regarding the sffects of anal-
gesics and other drug use dudng preg-
nancy on themseives and thelr unbom
chitd.

7. Patients should be ddvised that BxContin
s potential druy of abuss. They should
protect it from theft, and i should never be
givento anyone other fhan the individual for
whom i was prescribed.
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8. Pafient should be advised that they may
pass ¢ nply malrbx “ghosis” (tablets) via
colosttmy or in the stodl, and that this is
of no soncen since the aclive madica-
fion has already beetyabsorbed,

9, Patlents should be advised that i they
have been racelving Yreatment with
DxyContin for mors than a few weeks and
cessation of therapy Is indicated, & ay be
apprepriate to taper the OxyContin dose,
vaiher han abruplly discontinue & due io

the rish of precipitating withdrawal symp-

tams.” helr physician can provide a doss
sehedue to accomplish a gradual discon-
fituaticn of the madication,
Laborator + Monitoring
Due 1o th broad rangs of plasma concen-
fations s o In clinical populations, the vary-
ing degrens of pain, and the develapment of

tolerance, plasma wycodone measuramerds

are usual y not helpful In ¢linical manage-
ment. Plaama concentrations of the active
drug substance may be of value in selected,
unusyal o compiex cases,

Irleractior s with Aluohol and Drugs of Abuse
Oxypodonz may be expeciﬂd to-have addifive
sffects when used in conjunction with aloo-
hol, other sploids or illicl drugs which caise
cantral nevous syslen depression.

Use in Dr g and Aloehot Addiction
ChovContir Is an opicid with no approved use
in the management of addictive disorders.
s proper usage in individuals with drug or
gieahol desendence, either active orin remis-
sion, Is forthe management of pain requiring
oploid as: fgesia,

Drug-Oreg Inferactions

Opinid ane igesics, including OxyCondin, may
enfrance D neuromuscular biocking action
of skeletal muscle relaxants and prodice an
ingreased degree of respirdtory depression.
Ozyeodong ds metabelized in part to oxy-
morphong via CYP2D6. Whils this pathway
may be blacked by a variety of drugs {2.9.,
tertaln cirdiovascular drugs and antide-
pressants , such blockade has nof yet been
shown o be of clinical significance with fis
agent, Clin clans should be aware of this pos-
sihils internction, however

Use with (NS Deprossants

OwyDontin, like alf oploid analgesics, should
be started 4t 173 to 1/2 of the usual dosage
in patients who are coneurrently recelving
olfier canlral nervous system depressants
including sedatives o hypnotics, general
anesthetic 3, phenothiazines, cergrally acting
anti-emelics, trangeilizers and alcohal
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beCause iespiratory depression, ypolension
and profound sedation of goma may result
o spetific interaction belween oxycodone
and moncamine oxidass inhibitors has been
observed, but caution inthe use of any opb
id in patients taking this class of drags is
appropriate,

Mutagenicity

Studies of oxyepdone in animals to svaluate
fis carcinogenic and tmutagenic poteatial have
nptbeen conducted awing 1o the fengih of
climical experience with the drug substance.

Pragnancy

Teratogenic Effects—Category B; Reprodiction
studies Have been parformed In rats and rab-
bits by oral administration at doses wp o 8
mafkg (48 mg/m® and 125 mg/kg (1375
mamy), iespactively, These doses are 4 and 69
fimes 2 human dose of 120 mg/day {74
mig/r?), based on miyke of 2 60 kg adult (8.7
and 19 fimes this human dose based upon
fg/m®). The reSults did not veved evidence of
harm o the fetus due 1o oxycodons: There
arp, however, 1o adequate and well-controlled
studies in pregrant women. Because animal
reprduction studies are not always predic-
five of human response, this drug should be
used ditring pregrancy anly if-clsarly nesded.
Nonteratogenic Effects—Neonates whose
maothers have been taking oxycodone shroni-
cally may exbibi respiratory depression and/or
withdrawal symptoms, either at birth and/orin
the nursery.

Labor and Dalivery

OxyGontin is not recommended for use in
women during and immediately prior to labor
and delivery because oral ppioids may cause
respitatory depression in the newborn.

Nursing Motfers

L.ow concenirations of oxyGodone have been
detécted in bieast milk, Withdrawal symp-
toms can oocur In Dreast-fesding infants
when maternal adminisirafion of an opioid
analgesic is stopped. Drdinanly, nursing
should not be undertaken while & patient iz

seceiving OxyContin sinee oxycodons may he

excreted in the milk.
Podiatric lise
Satety and effectiveness in pediatric patienis

below the age 0f 18 have nothaen astablishied -

with this dosage form of oxycodone. However,
oxycodene has been used extensively in the
pediatric poptiation in other dosage forms, as
have the excipients used in this forrmulation.
No specific increasad risk is expected from
the use of this form of oxycodone in pediatric

patients old encugh to safely take tablsts if

NON-CONFIDENTIAL
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dosing is adjtisted for the patient's weight (cee
DOSABE AND ADMINISTRATIONY. It must
be reimembered et DxyGontin talets oan-
not he srushed or divided for administration,

Gerfatrip Use

tn-controlizd pharmacokinglic studiss Tn elder-
lv subjects {greater than 65 vears)ihe clean
ance of oxysodone appeared 1o be slightly
raduced. Compared 1o young adulis, the
plasma concentrations of oxycodons were
increased approximately 16%. {n clinical #-
als with appropdate infiation of therapy and
dose fitration, no unteward of unexpected
sids effects wers seen based on age, and the
usual doses snd dosing intervale are appro-
priate for the geriatric patient As with all opl-
oids, the starting dose shotid be redicad 1o
173 10 1/2 of the usual dosage in debilitated,
non-folerant patients,

Hepatic impaiment

A study of DxyContin in patients with hepat-
i impainment indisgtes groater plasma con-
centrations thar those with normal function.
The dnltiation of therapy at /3 To 1/2 the
usual doses and careful dose titrationis war-
ranted,

Renal Impairment

Ia patients with renal :mpairmeri’ as evi~
denced by detreased creatining glearance
(<80 ml/min.}, the cencentrations of oxy-
sodong in the plasma are approximately 50%
higher than in ubjects with normal renal
funption. Doss inftiation should follow a con-
servative approach. Dosages should be
adjusted according to the clinical siivation.
Gender Differsnces

in pharmacokingtic studies, oploid-naive
females demonsirate up to 25% higher aver
age plasmd concertrations ang greafer fre-
quericy of typical oiold ddverse events than
nales, sven after adjusiment fol bodywelgit.
The plinicgl ratevance of a difference of hig
magritide s low for a drug intended for
chronic usage at individuatized dosages, and
there was no male/fernale difference detect-
ed for efficacy or adverse svents iy clinical tri-
afs.

ADVERSE REACTIONS

Serious. adverse reactions which may be
associated with OxpContin™ {gxycodons
hytrochionide cantrolied-releass) tabletther-
apy in clisical use are those observad with
other aplold analgesics, including: respirato-
ry depression, apies, reapicatory arrest, amd
{to an even fasser degees) circulatory depres-
sion, hypotension or shock (see OVERDOSE]
Thie non-serigus adverse events seen on i
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- fiation of therapy with OxyGontin are typical
opioid side etlects. These everts are dose-
dependent; an 1thelr Fequenty depends upon
the doss, the climical samng, the pafieri's
Teved of opiol I tolerance, and host Taciors
specific to e individual, They should be
sxpeciad and managed as a part of oploid
anaigesia. Thivmost fraquent (>5%) inclide
sonstipation, 1ausea, somnalencs, dizziness,
vomiting, pri dtus, headache, dry mouth,
sweating and astherda, ‘
In many gasey the frequency of these events
during inifiation of therapy may be minimized
by careful ind! Adualization of starting dosage,
slow fitration, and the avoldance of large
swings in the plasma concentrations of the
opioid. Many of these adverse syents will
¢8ase or decriase in intensily as OxyContin
therapy is confinued and some degres of il
erance s devaloped.

It clinioal tizls comparing OwyGontio with
immadiate-relsdase oxycodene and placebo,
the most cormon adverss events {>5%}
reported by p werts {pis) al least-once dur-
ing therany wore: :

“Table 2

Ox/Contin  immedizte-  Placebo

Release

=221 =725 n=45

#os () #pisih #pis{l
Constipation: & 123) 58 (B 3 {0
Haysza Se (2% 80 BN 5 ()
Sompoterse e (28) 55 24y 2 )
Dizzingss 20 (1% I O48 4 M
Pruritus Xy 248 1@
Vomiting 208 M 4 3 N
Hadashe 172 (7 18 B 3 ()
DyMoth 15 {8 15 (@ 1

Asthenia & B M —
Swedting 0% 13 8 1 @
The following sdverse axpadences were seport-
ed in OwyCont n-treated patients with an inci-
dence behween 1% and 5%. In descending
order of frequancy they werg anorexia, ner-
vousness, ingamnia, fever, confusion, diar-
thea, abdoring pain, dyspepsia, rash, anxsty,
eiphona, dyspiea, postural hypoetension, chills,
twitching, gast s, abronmal dreams, mougm
alnormalities, and Hooups.

The foliowing a iverse reaclions pocurred inless
than 1% of pat ents involved-in clinical trals:
Germral: aceicental injury, chest pain, facial
pdema, malaise, neck pain, pain
Lardipvascula migraine, syncope, vasodi-
iation, &T depiession

Digesiive: dysahagia, eructation, fiatulénce,
gastraintastin | disordet, ihorsased appetits,
nausea and vomiting, slomalitis
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Hemic and Lymphatic: lymphadsnopathy
Mestabotic and Nutritfional dehydration, edema,
pictigheral edema, thirst

Nervous: abnormal gait, agitation, amnesia,
depersonalizalion, depression, emotional labil-
ity, hallucination, hypstkinesia, hypesthesia,
hypotonia, malalse, paresihesia, speech dis-
order, stupor, tnnitus, tremor, vertigo, with-
drawal syndrome

Respiratory: cough increased, pharyngitis,
yoice afteration

Skin: dry skin, exoliative dermatitis
Special Senses: abriormal vision, taste per-
version

Urpgenftal: dysuria, hematuria, impotence,
polyuria, winary retention, urination Impaired
DRUG ABUSE AND DEPENDENCE (Addiction)
OwyCantin™ 18 & mu-agoaist opioid with an
abuse fability simitar to morphine and is a
Schiedule § controlied substance. Oxycodone
products are common targets for both drug
abusers and-drig addicts. Delayed absorplion,
as provided by OxyGonfintablets, Is believed
{0 reduce the abuse Habflity of a drug.

Drug addiction {drug dependence, psyche-
{ogical deperdence’ is characierized by a
presccupation with the procuremant, heard-
ing, and abuse of drags for non-medicinal
purposes. Drug dependence is ireatable, ufi-
tizing 2 mulli-disclplinary approach, but
relapse is cormmon. lattegseaic “addicton”
18 opioids legiimately used in the manage-
ment of pain is very rare. "Diug seeking”
behavior s very common 1o addlets.
Tolerance and physical dependencs in pai
patients ars not signs of psychologieat depen-
dence. Preoccupation with achisving ade-
qudle pain relief can beapproptiate hehavior
in @ patient with poor pain control, Most
chronic pain patients limit thelr infake of opi-
oids 10 achieve a-balance belweern the ben-
2fits ofthe drug and-dose-Smiting sids sffests,
Physicians should be-aware that psycholog-
ical dependsnce may not be accompanied by
concurrent iolerance and symploms of pirys-
ical dependence it alf addicts. In addifion,
abuse of opicids can otour inthe absence of
true psychological dependence and is char-
acterized by misuse for non-medical pur-
pases, often in combination vith other psy-
choactive substances.

(xyContin consists of 2 dual-polymer matrlx,
intendad for oral use only: Parenteral venous
injection of the tablef constituents, especial-
ty tals, can be expected to result in local
tissue necrosis and pilmonary granglomas.
OVERDOSARE

Acute overdosage with oxycodone can be

NON-CONFIDENTIAL
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manifested by isspiratory deoression, som-
nolence progressing 1 stupor of.comy, skele-
tal muscle faccidity, cold and clarmmy skin,
congtricted puplls, bradyoardia, hypolsnsion,
ard death.

In the freatiment of axyoodone averdosags,

primary aftention should be given to the re-

establishment of a patent airway and institu-

Higr -of assisted or controtled venfilation,

Supportive measures (inciuding oxygen and

vasopiessors) shonld be employed In the
management of circutadory shotk and pul
monary sdema acoompanying overdess as
indicated. Cardiac anestor anthythmias may
require cardiee massage or defibriliation.

Thé pure opinid antagonisis such 23 nalox-

one or nalmefens are specific antidotes
against regpiratory depression from opiold
gverdose. (ploid antagonists should ot be
administered in the abseace of clinicatly sig-
nificant respiratory or circufatory deprassion
sesondary 1o oxvoodone overdose. They
should be administered cautiously fo per-
sons wha are koown, Or suspacted o be,
physically dependent on any opioid agonist
inclading OxyContin™. In such cases, an
abrupt or complete reversal of opioid sffects
miay precipitale an acule abstinence syn-
drome. The severity of the withdrawal syn-
drome prodused will depend onthe degres of
physical dependence and the dose of the
antagenistadmiinistered. Please s&s the pre-
seribing information for the specifis aploid
antagonist for detalls of thelf proper uss.
DOSAGE AND ADMINISTRATION

Ganeral Principles

OxyContin™ {oxycodone hydrochlords son-
{rolled-reloase} TABLETR ARE TO 8E SWAL.
LOWED WHOLE, AND ARE NOT Ty BEBRO-
KER, CHEWED it CRUSHED. YAIINE BRD-
KER CHEWED DR GRUSHED OxyGontin
TABLETS GOULD LEAR 7O THE BAPID
RELEASE AND ABSDRPTIDN OF 4 POTEN-
THALLY TOXID DOSE OF DXYCODORE,

In treating pain itis vital to assess the patisnt
regularly and systermatically. Therapy should
abso ba regulaly reviewsd and adjusted based
upon e patients own reporls of pant and
side effects arid the health professional’s ofin-
ical judgment.

OxyGontin is intended for the management of
modegrate 1o severs pain in patlenis who
equire irealmeand with an oral opioid angigesic
for marg than a Tew days, The conyrolied-
release naturs of e formuigtion allows itio
be sffectively administered evary 12 hoprs.
{See CLINICAL PHARMACOLOGY; PHAR-
MAGCOKINETICS AND METABOLISM.) Whila
symmnelic {same dose AW and PMY, around-
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the-clock g12h dosing Is appropriate for the
mgjorfly. T patisits, somé patients rmay ben-
gfit from asysametic {diffsrent dose given
iy A0 Hanin PM) dosing, taflored Lo their pain
pattern. 1705 usually approprate fo treat 4
patient w th only one opioid for around-the-
clock the apy.

initiation vf Therapy
1t Is oiitic 110 Initiate the doslng regimen for
each pathint individually, taking info acoount
thz patien s prigr opioid and non-opioid anal-
gesic trea ment. Attentinn showld be given fo:
{1}ihe general condition and ragdical status
of the patient
{2) the d: 1y dose, potency ang kind of the
analgusic(s) the patient has been faking
{3} the e fability of the conversion eslimate
ysed 1o caloulate the dose of oxycodone
14} the petient's oplold exposure and opiold
folerance {f any)
{5} te bulance hetwsan pain control and
adverse experisnoes
Gare shot 10 be taken fo use low initial doses
of QryGoudin In patierts who are not alveady
ogmﬂ tols ant, especially those who are fetaiv-
ing conouirant restnierd with muscle relodants,
sedatives. or other ONS active medications
{see PRECAUTIONS: Drug-Drug Interactions).
Fafients Nct Alrsady Taking Uploids fopfoid nafve}
Glinical ¥ als have shown that patients may
Jeitiste analgesic therapy with OxyContin. A
reasonabls starting dnse for most patients
whiy are pioid naive 18 10:mg q12h K 3
non-opiel § analgesic faspirn {ASA), acets-
minopher [APAP} of a non-sterpidal anti-
Inflarnmatary (NSAID)) is baing provided, i
may be-continusd, if the surrent non-oploid
is discontinued, early upward dose titrstion
Ay be Nuoessary.
Conversion from Fixed-Batio Oploid/APAP
ASA, or N3A Combination Brugs
Patients vého are taking 1 1o 5 teblgts/cap-
sules/oap els per day of a regular strength
fixed-combination opioidfmon-opioid should
be startec o0 16 10 20 mg DxyConting12h.
For patierts teking 6 o 8 teblets/capsules/
caplets, 4 slarting dose of 201030 mg q12h
is suggestad. For these taking 1040 12 tablets,
caplets or capsules a day, 30 (040 mg g12h
should be considerad. The non-opicid may e
continued 8s a separate drug. Alisrnatively, a
differant n Jt-npiofd analgesic may be select-
84, f the ¢ ecision s mads o discontinue fe
non-tplold analgesic, consideration should
be given 11 early upward firation,

Patients C arently on Upiofd Therapy
i & patier ! has been receiving oploid-con-
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taining mipdications prior 1o OxyContin ther-

apy, the tofal daily (24-hour) dose of the

giher-apicids should be determinedt

1. Using standard conversion tatio estimates
{ses Table 3 helow), multiply the mg/day
of the previous opioids by the appropriate
rftiplication factors to ohiain the auiv-
alenttotal daily dose of oral oxycadans.

2, Bivide this 24-haur oxycodone dose in
half fo obtain the twice aday (g12h) dose
of OxyContin,

3. Round down to-a dose which is approprk
ate for he tablet strengths available (10,20,
and 40 mg tabisis).

4, Dispontinue gt offieraround-the-clock opioid
drugs when OxyGontin therapy is inftiatsd.
No fixed conversion ratio i$ Hkely to be sab
isfactory in all ‘patients, especially patignis
recelving farge apioid dosss. The recom-
mended doses shown it Table 3 arg oy 2
starting point, and close observation and fre-
guent titration are indicated wetil pafients are

stabls anhe new therapy.

Table 3

Muliolication Factors for Converting ihe

Dafly Dose of Prigr Opioids to the Dally

Dose of fraf Bxycodone*

{Mu/Day Pror Bpiold x Factor=MMg/Bay Oral

Oxycodons)

Oral Prigr Opiotd  Parenteral Prior Dpiold

Quyeodone H e
Codsine 815 -
Fenlany] T1% SEE BELOW SEEBELOW
Hydropodone 09 —
Hydromomhong 4 20
Invorphann! 75 15
Menetiding 1 4.4
Methadone 1.5 3
forphing 45 3

*T9 be used only Tor conversion 1o ofal oxy-
codone. For patisnts recéiving high-dose
parenteral oplofds, a more conservative
conversion is warranted. For example, for
high-dose parenteral morphing, use 1.5
instead of 3 as 2 multiplication facter.

In all cases, supplemental analgesia {see

below) should be made available in the forh

of immediate-release oral oxycadons or
another suifable short-acting analgesic.

OxyCortin canbe safely used consomtantly with

usuai doses of non-oplold analgesics and anal

gesle adjuvants, provided care Is faken o select

a praper-initial doge {see PRECAHTIONS).

Conversion from Transtermal Ferdanyl o

OxyContin

Eighteen hours foflowing the removal of the

iransdermal fentanyd pateh, OxyContin treat-

NON-CONFIDENTIAL
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ment can be inifiated, Although thers has
Bein no systemalic assessmant of suoh son-
yarsion, a conservative oxycodone dose,
approximately 10 myg q12h of OuContin,
should be Intially substituted for gach 25
we/hrfentanyl ansdermal patch. The patlent
should be followed closely for Batly itration
as there is very limited clinical sxperience
with this convarsion.

Managing Expected Opioid Adverse
Expsriences

Mast patienis receiving opicids, aspacially
those whe are opioid ngive, will experiprice
side effects. Frequently the side effects from
OxyContin are franstent, but may mauire sval-
uation and management. Adverse gvents
such 28 consfipation should be anticipated
and realed-aggressively and prophviacticak
Iy with & stimulantfaxative and/or stogl soft-
gner. Patients do not usually become toler-
ant 1o the constipafing effscts of opioids.
Other pploid-related side effects sugh as
sedation and nausea are ugually self-limited
and often do not parsist bevond the first few
days. if nansen persisis and Js unaceeptable
o the patient, troaiment with anti-emetics or
giher modalities may relieve hess symploms
and should be sonsidersd. ’
Patients receiving OxyContin may pass an
rtact matx “ghost” iy ie stool of via colosty-
my. Thess ghosts sontain tlle of npresidual
oxycodons and ave of ne ciinical conssquance.
Individuatization of Dosage

Once terapy s nifiated, paln relif and other
opioid sffects should be frequently assessed,
Patients should be Birated o adequals effect
{generally rrdld or no pain with the regular use
of no more thantwo doses of supplemental
apalgesia per 24 hours). Rescue medication
should be avallable {see: Supplemental
Analgesia). Because stsady-siate plasma
concentrafions arg appraximated within 24 1o

36 hours, dosags adjustmert may be carried

out sysry 1 to 2 days. it is'most appropriate..
10 inoregse the 12 dose, not the doslng fre-
guency. There is no clinical information on
dosing intervals shorter than q12h, As a
guideling, sxcept for the increase fom 10
g to 20 mg g1 2h, the total dafly axycodone
dose usually can he increased by 25% {o
50% of the current dose &t gach increass.

it slons of excessive oploid-related adverse
experisnces are observed, the next dosemay
bs redugced. ff this adjustrentieads to inad-
gquate anzigesia, a supplemental dose of
Immediate-relaase oxycodona may be given,
Aliernatively, non-opicid analgesic adjuvants
may be smployed. Doss adjusiments shoukd
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he maée 10 obtam an appmgriate palance

hetween p mﬁzefand c;pmsf!»re{amd aﬁmrSE
expsnences" o
vents nccur befare the

msfapszms o &l of skt or o pain s achisved,

the events should be treated aggresswaiy
Onee aguerse Bvents aré under control
upward tlrgton shauld (,{mmuetn an deeept-
able Ee_vei_ of pain contm!

othes
;Jamnt ami {h caregwer{famﬂy

Sygp:emawéﬁaigesia .
1AGs! canber gaﬁents given around-tha-clock
herapy Wit conrdjed-relgase oploids will

negd to have immediate velaase medication. -

avaliabie for ‘reseus” fram breakihrough pain
or to prevert pain that ocours, pradictably

ﬁming tartal s patient activities {ncident painy. -

Rescuemad catidncan e mmec&ate—rei&ase
wiyeodons, sither dlone 4rin combingtion

with acetaminaphen, aspirin of other NSAIDs

g5 4 sappienemal anaigeszc The supple-
mental andlg ssle shouid'be preseiibed at 144
o178 of the 12-hour (yContin dose ag
shown in Tale 4. The reseue moedication &
dosed 48 nesded for breakihrough paln and
agminisfere 1 one hoyr before anticipated
tncident pair, if moig than fwo doses of res-
cue metioal on are ngeded within 24 hours,
the doss of OxyContin should be titrated

npward. Careglvers and patiends using prm

sesoue analg2sia in combination with aroungd-
re-glock oploids should bs advised 1 raport
incidents of sigakdhirouch pain to the physi-
cian managing the patient's analgesia {see
infarmation “or Patients/Careghvers).

Tabls 4
Tabie of Appropriate Supplemantal Analgesia

prn Bescue Dose
fmmediale-relesse
Oylontingl2iDose (e oxveadone (ng)
RHEER S itE T} 5
20 (2= 40 ) 5
3043x10myl} 10
4012320 my1) 19
&0 {3%20 muj) 15
80 {2340 i) 20
123G m ) 30
Maintanance of Therapy

‘Theintent of the fitration period is {o estab-
st 2 patiert-spectic iZh dose fhat will
snaintain ade pate-analgesia with acceptable
side effects for as long g3 pain relief s neces-
gary. Bhould pain recur then the dosecan be

* OoyCariti 1D mg, 20 mg, 40 mg Tablets

{0wycadone Hydmch!miﬁe Cnntmﬁed Release)
WRRNSNG‘ Bay Be Habi ?mmmg

mcramantaﬂy mcmased {0 m~estabhsh pam_

confrol. The method of therapy ad;ustmem

outiined above should he employed o 18-

establish pain control.

During-shroric thefapy, espicialy for nore

gancer pain syndromes, the cortinusd nesd
for arobnd-the-clack opivid therapy should be
reassessed periodically (&, 0. every G012

months} 2 agjpropnate

Cessation of Therapy
When'the patient no longer reguires therapy

© . with OxyContin tablets, patients recelving

doses of 20-60 mg/day can usually have the
therpy stepped atirupily. without ingident.

However, higher doges should b tapered

over several days 1o prevant signs and symp-

toens of witidrawal in the physically depen-
dent patient, The dally dose should be reduced

by approximately 50% for the first two days
and. than raduted by 25% Svery twe days
thereafter until the fotal dose reaches the
dass recommended for opicid naive patients
{10 or 20 my g12h). Therapy can then be dis-
confinugd.

1f siand of withdraws! appaar fapering should

tie stopped. The dose should be ssghﬁy‘

increased untit the signs and symploms of
ppioid withdrawal disappear. Tapering shoutd
thian begin again but with longer periods of
time between sach dose reduction.

Conversion from OxyContin to Parenteral
Oploids

To aveid overdass, conservative dose con-
version rafios should be followed, Intiate
treatment with about 50% of the estimated
equidnaigesic daily duse of parentsral opioid
divided inte suitable individugl doses based
on'the appropriats dosing interval, and tiirate
based upbn the patient’s response.

SAFETY AND HANDUING

GiyContin™ {oxysodone hydrochloride sof-
wrolled-release} tablets are solid dosage forms
ihat pose no known health risk te healif-care
providers beyond that of any contrelied sub-
stance. As with all such drugs, care should
be taken to preveat diversion or ahuse by
proper handling.

HOW SUPPLIED

OyContin™ {oxyeodone hydroghioride con-
frolled-release) 10 my tablets are round,
yascored, white-colored, convax tablets bear-
ing the syrabol GC onone side and 18 on the
oiher, They are supplied as follows;

HOC 59011-100-10; child-rogistart closurs,
apaque plastic botiles of 100

DyContin {Gxycodone hydrochioride con-
trofled-reiease) 20 mg tablels are round,
unscored, pink-colorad, convex, tallets bear-
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. ops :
* OnyContin {okycodohg hydmcmsfide con-

mg he symboi DC on ane sxds and 20 on the
other. They are supplied as folliows:
Nﬂﬁ 580111 03-10: child-rosistant ciasure
plastis botties of 108, :

frofled-releass) 40 my tablety are round,
unseored, vellow-colored, cunvex lablets
beafing the symbal;ﬁc oponeside and 4600
e othar They are supplisd as inllovs:
N&f; 59071-105-10: child-resistant closure,

. opagque plastic botes of 100 -

Storatabilets. @ cammited foom lemhperature
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